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International application No. 
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International filing date (day/month/year) 

27 April 1999 (27.04.99) 



1. The following indications appeared on record concerning: 
Q the applicant Q the inventor [x] the agent 



| | the common representative 



Name and Address 



State of Nationality 



State of Residence 



Telephone No. 



Facsimile No. 



Teleprinter No. 



ZTto International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
[XJ the person [_J the name Q the address Q 



Name and Address 

TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

Japan 




the nationality 
State of Nationality 



| [ the residence 
State of Residence 



Telephone No. 

06 6300 6845 



Facsimile No. 

06 6300 6601 



Teleprinter No. 



3. Further observations, if necessary: 

The person in Box 2 has been appointed as a sub-agent and should be added to the record. 




4. A copy of this notification has been sent to: 
[~X] the receiving Office 

the International Searching Authority 
the International Preliminary Examining Authority 



[ | the designated Offices concerned 
~X] the elected Offices concerned 
j other: 




The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No.: (41-22) 74 0,14.35 

Form PCT/IB/306 (March 1994) 



Authorized officer 

Masashi HONDA 

Telephone No.: (41-22) 338.83.38 
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Date of mailing: 



04 November 1999 (04.11.99) 



International application No.: 

PCT/JP99/02224 



International filing date: 

27 April 1999 (27.04.99) 



Applicant: 



NANBA, Masayoshi et al 



From the INTERNATIONAL BUREAU 



To: 



Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

Washington, D.C.20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 



Applicant's or agent's file reference: 

2519WO0P 



Priority date: 



28 April 1998 (28.04.98) 



/ 



The designated Office is hereby notified of its election made: 
0 in the demand filed with the International preliminary Examining Authority on: 

29 June 1999 (29.06.99) 

Q m a notice effecting later election filed with the International Bureau on: 



2. The election Q<j wa 

□ 



was not 
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32 applies, within the time limit under 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

2519WO0P 



International application No. 

PCT/JP99/02224 



SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PC T/]PEA/4 1 6) 



International filing date (day/month/year) 

27 April 1999 (27.04.99) 



Priority date (day/month/year) 

28 April 1998 (28.04.98) 



International Patent Classification (IPC) or national classification and IPC 
C12N 15/09, 5/10, C12Q 1/25, C12P 1/00 



Applicant 



TAKEDA CHEMICAL INDUSTRIES, LTD. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



sheets, including this cover sheet. 



□ 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 



I 


I2SI 


II 




111 


□ 


IV 




V 


X 


VI 


□ 


VII 


□ 


VIII 


□ 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Certain observations on the international application 



Date of submission of the demand 

29 June 1999 (29.06.99) 


Date of completion of this report 

28 March 2000 (28.03.2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/02224 



I. Basis of the report 



1. With regard to the elements of the international application:* 
|^| the international application as originally filed 

| | the description: 
pages 
pages 

pages 



, as originally filed 



filed with the demand 



, filed with the letter of 



| | the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



| | the drawings: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language . which is: 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 




□ 




□ 



The amendments have resulted in the cancellation of: 

I the description, pages _ 

| the claims, Nos. 

| | the drawings, sheets/fig 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 1 7). 

** Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/02224 



IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 

1 | restricted the claims. 
I — I 

I | paid additional fees. 

| | paid additional fees under protest. 

| | neither restricted nor paid additional fees. 

prr) This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1 ; 

2. not to invite the applicant to restrict or pay additional fees. 




3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
1 | complied with. 

not complied with for the following reasons: 

The technical matter in common to Claims 1-11 resides in "an immortalized hepatic cell line 
originating in normal human cells sustaining the activity of an enzyme participating in the 
metabolism of biological foreign matter in the liver or the capability of expressing a gene 
encoding an enzyme participating in the metabolism of biological foreign matter in the liver." 
However document 1 (Gekkan Soshiki Baiyo Kogaku, Vol. 23, No. 8, pages 292 to 297, 1997) 
discloses an immortalized hepatic cell line OUMS-26 originating in normal human ceils which 
sustains P450 activity. Namely, this examination finds that document 1 discloses "an 
immortalized hepatic cell line originating in normal human cells sustaining the activity of an 
enzyme participating in the metabolism of biological foreign matter in the liver or the capability 
of expressing a gene encoding an enzyme participating in the metabolism of biological foreign 
matter in the liver." Such being the case, the above common technical matter falls within the 
category of prior art, and therefore cannot be considered as a special technical matter under the 
provisions of rule 13.2 of the Regulations under the PCT. Thus, there is no special technical 
matter common to all the Claims. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 




all parts. 

| | the parts relating to claims Nos. 
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International application No. 
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PCT/JP99/02224 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 

Claims 

Inventive step (IS) Claims 

Claims 



Industrial applicability (IA) Claims 

Claims 



2. Citations and explanations 

Claims 1-3,6,7, and 10 

Document 1 (Ken'ichi Fukaya, et al., "Jinkou kanzou heno michi: Kansaibou to bioreactor no 
shimpo, Jinkoukan ni riyousuru saibou, Fushika saibou no riyou," Gekkan Soshiki Baiyo 
Kogaku, Vol. 23, No. 8, pages 292 to 297, 1997) describes the insertion of the T-antigen gene 
originating in SV40 to obtain an immortalized hepatic cell line originating in normal human 
cells. 

Claims 8-11 

/ 
\ 

Document 2 (M. Jurima-Romet, et al. 3 "Evaluation of drug interactions in intact hepatocytes: 
Inhibitors of terfenadine metabolism," Toxicology In Vitro, Vol. 10, No. 6, pages 655 to 663, 
1996) describes a procedure for screening for compounds that inhibit the expression of genes 
that code for enzymes by using an immortalized human liver cancer cell system and a procedure 
for their analysis. 

The inventions in document 1 and document 2 comprise technology belonging to the same field, 
and persons skilled in the art can easily employ the cells described in document 1 as the cells 
that are used in the invention described in document 2. 



4,5,8-11 



1-3,6,7 



1-7 



8-13 



1-11 



YES 
NO 

YES 
NO 

YES 
NO 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP99./02224 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 C12N15/09, C12N5/10, C12Q1/25, C12P1/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 C12N15/09, C12N5/10, C12Q1/25, C12P1/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
JICST File (JOIS), WPI (DIALOG), BIOSIS (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 

Y 
A 



X 
Y 
A 



Ken'ichi FuJcaya, et al., "Jinkou kanzou heno 
michi— kansaibou to bioreactor no shimpo Jinkoukan ni 
riyousuru saibou Fushika saibou no riyou" , Gekkan 
Soshiki Baiyou Kougaku ( 1997) Vol. 23, No. 8 P. 292-297 
(Table 2 ; page 296, right column, line 8 to page 297 , 
left column, line 11) 

M. Jurima-Romet et al., "Evaluation of drug 
interactions in intact hepatocytes: Inhaibitors of 
terfenadine metabolism", Toxicology in Vitro (1996) 
Vol. 10, No. 6 P. 655-663 

Masayoshi Namba, "Koujibunka saibougun ni yoru 
doubutsu jikken daigae system no kaihatsu Baiyou hito 
kansaibou ni yoru yakuzai dokusei kenshutsukei no 
kaihatsu", Atarashii Doubutsu Jikkenkei Kaihatsu no 
tame no Kiban Gijutsu no Kenkyuu (Dai 2 Ki) Seika 
Houkokusho, Heisei 6-8 Nendo (1997) page 143 to 147 
(page 143, lines 23 to 25 ; page 145, lines 1, 2 ; 
page 146, lines 27 to 30) 



1-3, 6, 7 
8-11 
4, 5 



8-11 



1-3, 6, 7, 10 
8, 9 r 11 
4, 5 



| x | Further documents are listed in the continuation of Box C | | See patent family annex. 



* Special categories of cited documents: T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier documenl but published on or after the international filing date "X" 
"L" documenl which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another cilation or other 

special reason (as specified) "Y" 
"O" documenl referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 

the priority date claimed "&.' 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
5 July, 1999 (05. 07. 99) 



Date of mailing of the international search report 
13 July, 1999 (13. 07. 99) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 
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because they relate to subject matter not required to be searched by this Authority, namely: 
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Claims Nos.: 



because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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The technical matter in common to claims 1 to 11 resides in "an immortalized 
hepatic cell line originating in normal human cell sustaining the activity 
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claims. 
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of any additional fee. 

3 * CZI As ° nly SOme ° f the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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(57) Abstract 

A novel immortalized hepatic cell line originating in normal human (preferably human fetal) cells; a process for producing this cell 
line; a method for screening compounds or salts thereof capable of inhibiting or promoting the activity of an enzyme participating in the 
metabolism of a biological foreign matter in the liver, inhibiting or promoting the expression of a gene encoding an enzyme participating in 
the metabolism of a biological foreign matter in the liver, or inhibiting or promoting the induction of the expression of a gene encoding an 
enzyme participating in the metabolism of a biological foreign matter in the liver, characterized by using the above-mentioned cell line; and 
compounds capable of inhibiting or promoting the activity of an enzyme participating in the metabolism of a biological foreign matter in the 
liver, compounds capable of inhibiting or promoting the expression of a gene encoding an enzyme participating in the metabolism of a 
biological foreign matter in the liver, compounds capable of inhibiting or promoting the induction of the expression of a gene encoding an 
enzyme participating in the metabolism of a biological foreign matter in the liver, or salts of these compounds obtained by the above 
screening method. The above cell line is useful in, for example, screening compounds having preventive/therapeutic effects on liver failure. 
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^#a%*<fc^/SfcttrtfittSHRi»^03l8g^ffi-r**(J.L. Napoli 
Methods in Enzymology vol. 206 pp.491-501 Ed. by M.R. Waterman 
Academic Press 1991) c 

tefewn £ L/ xtt, ±ib t mmo %<du iiifim e> . 

KttS»l**<Bi51£©ffi«<0##ra<RJ1iET&S<J.L. NapoU Methods in 

Enzymology vol. 206 pp.491-501 Ed. by M.R. Waterman f Academic Press 
1991)o ^-ffctfjtdte, ^h^O— A P450#^?Sti<Dia$. ^>A^*(DM4\ mRNA 
15 0«^a:tC<fct)tftUl'rS^i:*«BTffiT**. ttffl^tLTtt, <&« P450 

T*BMfcEH£©iH>t» P450 ISSCMf !>^X7^>ynT^ #S 

P450 mRNA \ZttfaTZ> / "tf > A< ^ U ^-f tf— ~> 3 -5 Mi RT-PCR 

20 (f) ^S%^«fctJt/*fcttrtfttta&K^8»»^©«#©^©»«f^fe : 

0j£gT&3(J. Rueff Mutation Research 353(1996) 151-176)o 
25 h^O-A P450 »3£fStt©_b#, ?>n>7m<DMl)n, mRNA ©ii}jn£&£tiT£ d 
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>A-ryU^-f-tf-->a >&5H« RT-PCR fcfc£&»NZ>^ffi£&ffl-r£ 

*©£»&££«!£TS£££J;!9#*r$*15(D. Wu &J&> Journal of Biological 
1 0 Chemistry, 271, (1996) 23914-23919). 

(h) 4ftJI«^J:tf/SfcttrtiaEttSJlft«l:J;*Ifittt0jjM(f^S : 

^)?il?«iTlf «t 5 1 i: l: J; D «HjfcS&, «»^^35SSt»^ <!: 

t#T^tCJ;0ff#r*«nI1l6"e**(J. Rueff Mutation Research 353(1996) 
151-176, M. E. McManus (5^ Methods in Enzymology vol. 206 pp.501-508 
Ed. by M.R. Waterman Academic Press 1991)). 

w&mn*m&\z9M\s * mm^Bwm^um, dna 

#T Z. t \z £ 0 d: / * lift fittSKftW C =fc * 8 # > 14 <8# nJ 

25 m^mw£it^m\z^^mij>mm^x^mt^z:t\z^K)Mm^mx'&^(j. 

Rueff (t^ Mutation Research 353(1996) 151-176, K. Kawajiri fefr Cytochromes 
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P450 metabolic and toxicological aspects pp77-98 ed. by C. Ioannides CRC press 
(1996))o 

z. t iz j; o $Lfeg*m& =t xs/ s £ a^ftttiiftst© ^ & <DMffi& asm-? 

£ Z\£\Z£K) Mtirfi^lfeT Z> (J. Rueff «^ Mutation Research 353(1996) 
10 151-176) 0 

a) mzftmTZ£te&w&<kz$/ttteft&&mn(Dmffij3fe 

25 *HJ^B»tCi5liT, ^S7^^$:li§-^-eg^T-5*i'&, I UP AC- I UB 
Commision on Biochemical Nomenclature \Z Vi^^^^^{c43tt-51SfflH§ 
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A : 7f-> 

T : 

G : 77~> 

5 C :yhy> 

CSa?iJ#^ : 1 ] 
1 0 CIE?iJ#^ : 2 ) 

3 \Z&KXff t>tltzRT - P C Tj£l:*^TCY P 1 A 1 \ZttVXm 

CSS^J#^ : 3 ] 

SBfiW^JfiW 3 C&^Tff frttfc R T -PC Tmz&^X C Y P 1 A 2 £*t LTffl 
C@B?iJ#^ : 4 ) 

£s£0&Jfi0»J 3 \Z&^Xftt>tltzRT -PC T&dfc^T C Y P 1 A 2 KStLTffl 
CE^|J#^ : 5 ) 

20 m.^<D^mm3\z^xnt>nrzRT-pcTmz^xcYP 3 awlta!^ 
e. nfc^7^ i"7-^aia^ij s^To 

(@2?lJ#^ : 6 ) 

®j&<a$&&M 3 (C*5^Ttf t)tlfcRT - P C Tmz&^XC Y P 3 AKttLTffl^ 
25 ^©USS^JlTtfbn/cOUMS- 2 9#«u 0^(1 9 9 8^) 43 2 1 
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BP- 6 3 2 8 iUT, «tl 0^(1 9 9 8^) 4^2 1 0^ bfM&A • SBUflfifc 
0f ( I FO) tCflrlt*^ I FO 5 0 4 8 7 £ l/TSFffiSftT^S. 

SOTZa7;P ((Molecular Cloning:A Laboratory Manual), n— • 7"/'J>^ 

•A— A—- 7#7hU--yUX) (C<£& — fflti^m&tt^lto 

SV 40 TMC^5^©SAHcfc§^{bM^ 
(M. MiyazakilS#\ Experimental Cell Research, 206,27-35 (1993))„ 2 lil^J-fchJE 

Sr^KUfc. ^©Jffl]fe*10%^Jj&iej||ilf»^JinLfeWilliams«Fffl! (B7R883I) K3:€rJ& 
# Ufc. «H24ll#|KI&lC 'J#7x^y 3 >&TSV40 TjftJBC3teT-©3JA£fTo £. SV40T 
^L0ae^©^A(C«7°^X$ KpSVSNeo (P.J. Southern and P. Berg. J. Mol. Appl. 
Genet., 1, 327-341) £ffl^fco U#7x^i/ 3 yR^n^a-IbTMi^it 

n(GIBC0 Laboratoyies))^^ijpL. £ %\z 2 BP^ig^t^^T-f is >Wtiffl1&&M1R 
Lfro ^<DW:3 0 Bffl<DmmiZ£K)WffiteGmMVk&^?n->&mmS-29£ft& 

5^17 BWASF104^fl6-C*aiL/n>7;Px> McBt^cOUMS-29M£lll&0. 1M 



WO 99/55853 PCT/JP99/02224 

17 

(1) =5- V >7 □-AP450jt7C»^ffi14 

Sl3£ttBiological Pharmacology, 37.4111-4116, 1988ffilR<&;£ffi&£#K:jlB£Lfc. 

5 tcCS^*^ h^n-AP450iB7C»3llffittSai^Lfc. 1 a U y^A 

• l7>&£Dl^/t;U©^h^P-AC£^7cT3St££l:LXy h£LT0UMS-29t* 

(2) DyJl/h7>X7 x7-fSStt 
$l£teBiologicalPharmacology, 37, 4111-4116, mStZW.<Djjfe&g%Hz$!]feVfZo 

10 f&*)*> 

1-^-7 1 — )V ^«Ki:LTUDP-^;U^P>^ (->^T) *5«fctfOUMS-29** 

1 5 (3) ig^ttMIBMfcEJft (MFO) Stt 

SHJt&BiologicalPharmacology, 42, 1307-1313, 199l8H*©^ffiSS*{3fflj|JtU/t. 

i a. - > y h t v toums-29«cIc *»*as»ix h ~> u 7 * > £gft t 

Lfct^O. 253.- y K ^> h^> ^^7^ >$Ili LfctM 473.->y K 
25 L7ct^0.323L-7 h©^Stt^*50*30^LfCo 
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Mm 3 ^ V 9 P-AP450jt^©: 
0UMS-29^^*5^-5^ h 2 O-AP450tf)^5EteS&£^ h ^ n-AP450K#Sl$&D 
N A y 7 -f ^— Iri T^3n CDRT-PCRffi K J; 0 mRNAS© V S&WT* £ £ £ «t D 
»*ft"Sll(!:^7?^S. ^tl^><D7°^-rT-«i/— >rt>9 (Gene Bank) 05*— 
5 XA^A^BTffiT*5$^<7>^l-^DAP450©E5!l*^mjK7f#S. GeneBank tc43tt 
SSJtXn#-^-tt*<Z)*5<DCYPlAn*K0319K CYPlA2teM55053, CYP2ElttJ02625, CYP3A4 
&J04449, CYP3A5teJ04813, CYP3A7teD00408T&£ o (D^^-f fi, CYP1A1K2* 
LTfcL 5' -ATGCTTTTCCCAATCTCCATGTGC 33«fc££5' -TTCAGGTCCTTGAAGGCATTCAGGo CYP1A2 
CtUTtt, 5 ' -GGAAGAACCCGCACCTGGCACTGT *5 IS 5 ' -AAACAGCATCATCTTCTCACTCAA . 
10 CYP3AfC*f LTH 5' -ATGGCTCTCATCCCAGACTTG43 ±#5' -GGAAAGACTGTTATTGAGAGA £ i§- ^ 

RT-PCR&iC&tf&Tx-U >^lS^te> CYPIA1j^55'C, CYP1A2^65°C> CYP3A#55 
*C, CYP2E1^65'C, V4 2)\&m%~Ztt^t7)V£.\i^&fty^ftt>ni!L. 
OUMS-29tfc£ 5 & V> L 7 B ln>7 AX. >hl:lL ^^IS^mfe d n=fc 9 RNA< 
15 — v 5 — (RNAeasy)^y h (+7^ XQu i agen) ) £fflV>TRNA<£Mlffil,fc. £tf)RNA<h. $fc 

j£) CJ:0mRNA*^OjS»te^*S«fcaSPCRJElS^fTV^ OUTT^D-^yj^il, 
^X^^^A^T-e^^TPl^k-rSo 0 1 tC^To &(D:fe©CYPlAl 

(^SiJ$n-5763bp, CYPlA2^WJ^tl^ll80bp, CYP3AK^$J£n£680bpttjfic7>>^ 

20 j-)imfeiti2nMmT&mfcTmms-2miz&tfz^mfimmztifco 



H«J4 ^h^D-AP450ae^^^W| 

5 7 H ln>7 ;i/X > h {3g L fcOUMS-29« IC«^S0~ 1 0000 n M 
©3-^^37>7U> (3-MC) (02) , 0-50000 nM©^>Xt!I/> (BP 
25 ) (03) , 0~25mM©7 3iy7l;Hf h> (PB) (04) O~l00OnM(D 
'^+M^/> (DEX) (0 5) *aSlrab$&tClBri!I%5ILfc. »«SjHHflaS^ 
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RT-PCR&[c£tt37--U>^a£te> CYP1A1*«55'C, CYP1A2^65 < C. CYP3A#55 

Z(Dmh^^M^W\n^.\zmmhX^<-97 (beta actin) (DmRNA 
a**flltCLT^1t>"^;U©igiiRNA***liETSfc«)T^5 : ">n >^7V x<f ^RT- 
PCR*yh (SID *mWzo IS* £02 ~0 5 t^T. CYPlA10S83a«3 -.^l/ 
□ 7>7.l/X ^>X£l/>> 7x/AVI/t' h>CT)^iP{wd:D, CYPlA2©fS?ifck 3- 



WO 99/55853 PCT/JP99/02224 

20 

in 2£ (D ffi m 

5 7— tf^tt, ih^yU7^7^ >JKT;i/^r;Wk«tt» ^>^n^vl/v/;i,7^ >Ji&7 

m ^ i ismo^^o 

10 3. g£i^NADPH fh^O- AP450 MtlM^. NADPH ^ h ^7 D— AP450x 7 5tf>^ 

7* h7>^7x7- if^7b^^;i/^^>S- h7>X7x7- fefTS-Slf^l 

4. NADPH ^h^n-AP450^CYPlAl, CYPlA2^7c«CYP3AT^^)if^3fEfK(Dm 
1 5 ^fe 0 

5 . Mtfc^F ERM BP-6328 "e^^ft^ 1 fB«£(23TOtfco 

6. t hiESfFlliifflfla^SVCsimian virus)406^©Tia^ite^^*A-frUJ6-5^i^ 

20 8. lt^lfB«om»^fflV^^i^^iT^®fffMcD^#:^C0^|lt{C^^ 

9 . if ^ 8 tEStCftX # U - - > ^7? & V > Tt# <=> nsCDffFJKO^frS^O^IS lc 
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1 1. W^mfB«<DM*£^ 
1 0 ftgtt£tt®mfi£& 
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SEQUENCE LISTING 
<110> Takeda Chemical. Industries, Ltd. 
<120> Novel immortalized human hepatic cell line 
<130> A98087 
<150> JP 10-119394 
<151> 1998-04-28 
<160> 
<210> 1 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

ATGCTTTTCC CAATCTCCAT GTGC 24 

<210> 2 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

TTCAGGTCCT TGAAGGCATT CAGG 24 

<210> 3 
<211> 24 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

GGAAGAACCC GCACCTGGCA CTGT 

<210> 4 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

AAACAGCATC ATCTTCTCAC TCAA 

<210> 5 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 5 

ATGGCTCTCA TCCCAGACTT G 

<210> 6 
<211> 21 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

GGAAAGACTG TTATTGAGAG A 21 
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